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liver damage or gastrointestinal bleed-
ing). OTC drug products containing in-
ternal analgesic/antipyretic active in-
gredients may cause similar adverse ef-
fects. FDA concludes that the labeling
of OTC drug products containing inter-
nal analgesic/antipyretic active ingre-
dients should advise consumers with a
history of heavy alcohol use to consult
a physician. Accordingly, any OTC
drug product, labeled for adult use,
containing any internal analgesic/anti-
pyretic active ingredients (including,
but not limited to, acetaminophen, as-
pirin, carbaspirin calcium, choline sa-
licylate, ibuprofen, ketoprofen, magne-
sium salicylate, naproxen sodium, and
sodium salicylate) alone or in combina-
tion shall bear an alcohol warning
statement in its labeling as follows:

(1) Acetaminophen. ‘“‘Alcohol Warn-
ing”’ [heading in boldface type]: ““If you
consume 3 or more alcoholic drinks
every day, ask your doctor whether
you should take acetaminophen or
other pain relievers/fever reducers. Ac-
etaminophen may cause liver damage.”

(2) Nonsteroidal anti-inflammatory an-
algesic/antipyretic active ingredients—in-
cluding but not limited to aspirin,
carbaspirin calcium, choline salicylate,
ibuprofen, ketoprofen, magnesium salicy-
late, naproxen sodium, and sodium salicy-
late. ““Alcohol Warning”’ [heading in
boldface type]: ““If you consume 3 or
more alcoholic drinks every day, ask
your doctor whether you should take
[insert one nonsteroidal anti-inflam-
matory analgesic/antipyretic active in-
gredient] or other pain relievers/fever
reducers. [Insert one nonsteroidal anti-
inflammatory analgesic/antipyretic ac-
tive ingredient] may cause stomach
bleeding.”

(3) Combinations of acetaminophen with
nonsteroidal anti-inflammatory analgesic/
antipyretic active ingredients—including
but not limited to aspirin, carbaspirin cal-
cium, choline salicylate, ibuprofen,
ketoprofen, magnesium salicylate,
naproxen sodium, and sodium salicylate.
“Alcohol Warning’” [heading in bold-
face type]: ““If you consume 3 or more
alcoholic drinks every day, ask your
doctor whether you should take [insert
acetaminophen and one nonsteroidal
anti-inflammatory analgesic/anti-
pyretic active ingredient—including,
but not limited to aspirin, carbaspirin
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calcium, choline salicylate, magnesium
salicylate, or sodium salicylate] or
other pain relievers/fever reducers. [Ac-
etaminophen and (insert one nonste-
roidal anti-inflammatory analgesic/
antipyretic ingredient—including, but
not limited to aspirin, carbaspirin cal-
cium, choline salicylate, magnesium
salicylate, or sodium salicylate] may
cause liver damage and stomach bleed-
ing.”

(b) Requirements to supplement ap-
proved application. Holders of approved
applications for OTC drug products
that contain internal analgesic/anti-
pyretic active ingredients that are sub-
ject to the requirements of paragraph
(a) of this section must submit supple-
ments under §314.70(c) of this chapter
to include the required warning in the
product’s labeling. Such labeling may
be put into use without advance ap-
proval of FDA provided it includes the
exact information included in para-
graph (a) of this section.

(c) Any drug product subject to this
section that is not labeled as required
and that is initially introduced or ini-
tially delivered for introduction into
interstate commerce after April 23,
1999, is misbranded under section 502 of
the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 352) and is subject to reg-
ulatory action.

[63 FR 56801, Oct. 23, 1998]

§201.323 Aluminum in large and small
volume parenterals used in total
parenteral nutrition.

(@) The aluminum content of large
volume parenteral (LVP) drug products
used in total parenteral nutrition
(TPN) therapy must not exceed 25
micrograms per liter (ug/L).

(b) The package insert of LVP’s used
in TPN therapy must state that the
drug product contains no more than 25
pg/L of aluminum. This information
must be contained in the ‘‘Pre-
cautions’ section of the labeling of all
large volume parenterals used in TPN
therapy.

(c) Except as provided in paragraph
(d) of this section, the maximum level
of aluminum present at expiry must be
stated on the immediate container
label of all small volume parenteral
(SVP) drug products and pharmacy
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bulk packages (PBPs) used in the prep-
aration of TPN solutions. The alu-
minum content must be stated as fol-
lows: ““Contains no more than  ug/L
of aluminum.” The immediate con-
tainer label of all SVP’s and PBP’s
that are lyophilized powders used in
the preparation of TPN solutions must
contain the following statement:
“When reconstituted in accordance
with the package insert instructions,
the concentration of aluminum will be
no more than pug/L.” This max-
imum level of aluminum must be stat-
ed as the highest of:

(1) The highest level for the batches
produced during the last 3 years;

(2) The highest level for the latest
five batches, or

(3) The maximum historical level,
but only until completion of produc-
tion of the first five batches after July
26, 2004.

(d) If the maximum level of alu-
minum is 25 pg/L or less, instead of
stating the exact amount of aluminum
as required in paragraph (c) of this sec-
tion, the immediate container label
may state: ‘“Contains no more than 25
ug/L of aluminum.” If the SVP or PBP
is a lyophilized powder, the immediate
container label may state: “When re-
constituted in accordance with the
package insert instructions, the con-
centration of aluminum will be no
more than 25 pg/L".

(e) The package insert for all LVP’s,
all SVP’s, and PBP’s used in TPN must
contain a warning statement. This
warning must be contained in the
“Warnings’’ section of the labeling.
The warning must state:

WARNING: This product contains alu-
minum that may be toxic. Aluminum may
reach toxic levels with prolonged parenteral
administration if kidney function is im-
paired. Premature neonates are particularly
at risk because their kidneys are immature,
and they require large amounts of calcium
and phosphate solutions, which contain alu-
minum.

Research indicates that patients with im-
paired kidney function, including premature
neonates, who receive parenteral levels of
aluminum at greater than 4 to 5 ug/kg/day
accumulate aluminum at levels associated
with central nervous system and bone tox-
icity. Tissue loading may occur at even
lower rates of administration.
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(f) Applicants and manufacturers
must use validated assay methods to
determine the aluminum content in
parenteral drug products. The assay
methods must comply with current
good manufacturing practice require-
ments. Applicants must submit to the
Food and Drug Administration valida-
tion of the method used and release
data for several batches. Manufactur-
ers of parenteral drug products not
subject to an approved application
must make assay methodology avail-
able to FDA during inspections. Hold-
ers of pending applications must sub-
mit an amendment under §314.60 or
§314.96 of this chapter.

[65 FR 4110, Jan. 26, 2000, as amended at 67
FR 70691, Nov. 26, 2002; 68 FR 32981, June 3,
2003]

APPENDIX A TO PART 201—EXAMPLES OF
GRAPHIC ENHANCEMENTS USED BY FDA

I. SECTION 201.66 STANDARD LABELING FORMAT

A. Overall

1. The “Drug Facts’ labeling is set off in a
box or similar enclosure by the use of a
barline with all black type printed on a
white, color contrasting background.

B. Typeface and size

1. “Drug Facts” is set in 14 point Helvetica
Bold Italic, left justified.

2. “Drug Facts (continued)” is set in 8
point Helvetica Bold Italic for the words
“Drug Facts”” and 8 point Helvetica Regular
for the word ‘““(continued)” and is left justi-
fied.

3. The headings (e.g., ‘‘Directions”) are set
in 8 point Helvetica Bold Italic, left justified.

4. The subheadings (e.g., ‘““Ask a doctor or
pharmacist before use if you are’) are set in
6 point Helvetica Bold, left justified.

5. The information is set in 6 point
Helvetica Regular with 6.5 point leading, left
justified.

6. The heading ‘““Purpose’ is right justified.

7. The bullet is a 5-point solid square.

8. Two em spacing separates bullets when
more than one bullet is on the same line.

9. A table format is used for 3 or more dos-
age directions.

10. A graphic appears at the bottom of the
first panel leading the reader to the next
panel.

C. Barlines and hairlines

1. A 2.5-point horizontal barline extends to
each end of the ““Drug Facts’ box (or similar
enclosure), providing separation between
each of the headings.
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2. A 0.5-point horizontal hairline extends
within 2 spaces on either side of the ‘““Drug
Facts”” box (or similar enclosure), imme-
diately following the title and immediately
preceding the subheadings.

3. A 0.5-point horizontal hairline follows
the title, immediately preceding the head-
ing, when a heading appears on a subsequent
panel immediately after the *“Drug Facts
(continued)” title.

D. Box or Enclosure

1. All information is enclosed by a 2.5-point
barline.

I1. SECTION 201.66 MODIFIED LABELING
FORMAT

A. Overall

1. The *“Drug Facts” labeling is presented
in all black type printed on a white color
contrasting background.

B. Typeface and size

1. “Drug Facts” is set in 9 point Helvetica
Bold Italic, left justified.

2. The headings (e.g., ‘‘Directions’’) are set
in 8 point Helvetica Bold Italic, left justified.

3. The subheadings (e.g., ““Ask a doctor or
pharmacist before use if you are’) are set in
6 point Helvetica Bold, left justified.
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4. The information is set in 6 point
Helvetica Regular with 6.5 point leading, left
justified.

5. The heading ‘“‘Purpose’ is right justified.

6. The bullet is a 5-point solid square.

7. Bulleted information may start on same
line as headings (except for the ‘“Warnings’’
heading) and subheadings, with 2 em spacing
separating bullets, and need not be vertically
aligned.

C. Barlines and hairlines

1. A 2.5-point horizontal barline extends to
each end of the “Drug Facts’ box (or similar
enclosure), providing separation between
each of the headings.

2. A 0.5-point horizontal hairline extends
within 2 spaces on either side of the ““Drug
Facts”” box (or similar enclosure), imme-
diately following the title and immediately
preceding the subheadings.

D. Box or Enclosure

1. All information is set off by color con-
trast. No barline is used.

111. EXAMPLES OF §201.66 STANDARD LABELING
AND MODIFIED LABELING FORMATS

A. SECTION 201.66 STANDARD LABELING FORMAT

Title:

14 pt. Helvetica Bold Drug Facts

Italic, left justified

maleate 2 mg.

Active ingredient (in each tablet)
o

Purpose -} - - Right justified

Body text:

m runny nose

Uses temporarily relieves these symptoms due to hay fever or other upper respiratory
lergies:

mitchy, watery eyes _mitchy throat ~F I - - 2.5 point barline

6 pt. Helvetica Regular with

ar Warnings
6.5 pts. leading, left justified

Ask a doctor before use if you have
m glaucoma

' a breathing problem such as emphysema or chronic bronchitis
mtrouble urinating due to an enlarged prostate gland

- - - 2.5 point box barline

I - = 0.5 point hairline

Subheadings: |- Ask a doctor or before use if you are taking tranquilizers or sedatives

6 pt. Helvetica Bold, When using this product

left justified myou may get drowsy ~ mavoid alcoholic drinks

J malcohol, sedatives, and tranquilizers may increase drowsiness

mbe careful when driving a motor vehicle or operating machinery

Bullet: 5pt. ceeeeeeea- I fm excitability may occur, especially in children K

Solid square If pregnant or breast-feeding, ask a health before use.
Keep out of reach of children. In case of overdose, get medical help or contact a Poison
Control Center right away.

Headings: ~  +--------- - Directions

8 pt. Helvetica Bold

adults and children 12 years and over

- - - Table format for
3 or more dosages

take 2 tablets every 4 to 6 hours; ---F
not more than 12 tablets in 24 hours

Italic, left justified Children 6 years to under 12 years

take 1 tablet every 4 to 6 hours;
not more than 6 tablets in 24 hours B

I- - - Graphic leading to

Children under 6 years

ask a doctor next panel

- - - 8 pt. Helvetica Regular

Title for

I-Drug Facts (continued)

continued panel:
8 pt. Helvetica Bold ltalic

Other information m store at 20-25°C (68-77°F)

m protect from excessive moisture

callulose, pregelatinized starch

Inactive ingredients D&C yellow no. 10, lactose, magnesium stearate, microcrystalline
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B. SECTION 201.66 MODIFIED LABELING FORMAT

Title:

] ica Bol T i
9 pt. Helvetica Bold - Drug Facts

Italic, left justified =~~~ 7~

Body text: hydroxide 200 mg.

Active ingredients (in each tablet) Purpose
Aluminum hydroxide gel 200 MQ..........c......ccerereerrerceeie Antacid

Right justified

Antacid

25 mg.

Antigas [T """ 2.5 point barline

6 pt. Helvetica Regular with

6.5 pts. leading, left justified Uses

relieves symptoms referred to as gas

0.5 point hairline

Bulleted information may

Bullet: 5pt. =======~ relieves: mheartbum W acid indigestion m sour stomach
. m upset stomach due to these symptoms
Solid square -
Warnings
) Ask a doctor before use if you have kidney disease
Subheadings: - ----- — Ask a doctor or pharmacist before use if you are taking a
6 pt Helvetica Bold prescription drug. Antacids may interact with certain
N i ' prescription drugs.
left justified Stop use and ask a doctor if symptoms last for more
than 2 weeks
Keep out of reach of children.
Headings: ~  ------ - Directions mchew 1 1o 4 tablets 4 times daily

8 pt. Helvetica Bold

m do not take more than 16 tablets in 24 hours or use the
maximum dosage for more than 2 weeks

start on same line as headings
(except Warnings) and subheadings
and need not be vertically aligned

ltalic, left justified

PART 202—PRESCRIPTION DRUG
ADVERTISING

AUTHORITY: 21 U.S.C. 321, 331, 352, 355, 360b,
371.

§202.1 Prescription-drug advertise-

ments.

(a)(1) The ingredient information re-
quired by section 502(n) of the Federal
Food, Drug, and Cosmetic Act shall ap-
pear together, without any intervening
written, printed, or graphic matter, ex-
cept the proprietary names of ingredi-
ents, which may be included with the
listing of established names.

(2) The order of listing of ingredients
in the advertisement shall be the same
as the order of listing of ingredients on
the label of the product, and the infor-
mation presented in the advertisement
concerning the quantity of each such
ingredient shall be the same as the cor-
responding information on the label of
the product.

(3) The advertisement shall not em-
ploy a fanciful proprietary name for
the drug or any ingredient in such a
manner as to imply that the drug or in-
gredient has some unique effectiveness
or composition, when, in fact, the drug
or ingredient is a common substance,
the limitations of which are readily
recognized when the drug or ingredient
is listed by its established name.

Inactive ingredients DAC red no. 30, D&C yellow no. 10,
dextrose, FD&C blue no. 1, glycerin, magnesium stearate,
Il
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Dark type on light background

Box barline omitted; color
contrast used to highlight
Drug Facts information

(4) The advertisement shall not fea-
ture inert or inactive ingredients in a
manner that creates an impression of
value greater than their true func-
tional role in the formulation.

(5) The advertisement shall not des-
ignate a drug or ingredient by a propri-
etary name that, because of similarity
in spelling or pronunciation, may be
confused with the proprietary name or
the established name of a different
drug or ingredient.

(b)(1) If an advertisement for a pre-
scription drug bears a proprietary
name or designation for the drug or
any ingredient thereof, the established
name, if such there be, corresponding
to such proprietary name or designa-
tion shall accompany such proprietary
name or designation each time it is
featured in the advertisement for the
drug; but, except as provided below in
this subparagraph, the established
name need not be used with the propri-
etary name or designation in the run-
ning text of the advertisement. On any
page of an advertisement in which the
proprietary name or designation is not
featured but is used in the running
text, the established name shall be
used at least once in the running text
in association with such proprietary
name or designation and in the same
type size used in the running text: Pro-
vided, however, That if the proprietary



